Message

From: Perovich, Gina [fO=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=6E3C19D7F4DB41BFA2477AA27AD83945-PEROVICH, GINA]

Sent: 1/21/2016 1:20:39 PM

To: Flowers, Lynn [/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=1a4411c874d041b%a8badfc32b91bd70-Flowers, Lynn]

CC: D'Amico, Louis [fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=78a91f83¢c4414910be286efe02004dbc-D'Amico, Louis 1.1; Birchfield, Norman
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=c910f2fd28414e819h6afeb6dda525e9f-Birchfield, Norman]; Cogliano, Vincent
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=51f2736376ac4d32bad2fe7cfef2886b-Cogliano, Vincent]; Vandenberg, John
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=dcae2b98a04540fb8d099f9d4dead690-Vandenberg, John]

Subject: Re: News Update: Data, Computational Tools for Risk Analysts Key in 2016 (BNA Report)

Yep. "IRIS is a source of frustration."

Love my job.

Sent from my iPhone

OnJan 21, 2016, at 4:55 AM, Flowers, Lynn <Fiowers.Lynn@epa.gov> wrote:

Did you guys read this? Geez.
Sent from my iPhone

Begin forwarded message:

From: "Shams, Dahnish” <Shams.Dabnish@epa.gow>

Date: January 14, 2016 at 3:21:03 PM EST

To: "Alcala, Cecilia” <Alcala. Cecilia@epa gov>, "Alexander, Laurie" <Alsxander. Lourie@epa.gov>, "Avery,
James" <Avery tamesiepa.gov>, "Bateson, Thomas" <Bateson. Thomas@epa.zov>, "Berner, Ted"
<Berner.Ted@epa.sov>, "Birchfield, Norman" <Birchfield Norman®@epa.gov>, "Blessinger, Todd"
<blessinger todd@epa.gov>, "Boone, Amanda” <Boone Amanda®epa.gov>, "Brinkerhoff, Chris"”
<Brinkerhoff.Chris@®epa.gov>, "Buckley, Barbara" <Buckley.Barbara®epa.gov>, "Bussard, David"
<Bussard.Davidi@epa.gov>, "Cai, Christine"” <Cal.Christine@epa.sov>, "Carmichael, Brenda”
<Carmichael Brenda®@epa.gov>, "Choudhury, Harlal" <choudhury harlal@epa.gov>, "Cogliano, Vincent"
<gcoslianovincent@epa.pov>, "Corona, Elizabeth” <Corona. Elirabethd@epa.gov>, "Cubbison,
Christopher” <cubbison.chris@epa.gov>, "CURTIS, LUCY" <Curtis.Lucy@epa.gov>, "D'Amico, Louis”
<DAmico Louis@ena.gov>, "Deener, Kathleen" <Degner Kathleen@ens.gov>, "Euling, Susan”

<Euling Susan@epa.zoy>, "Evans, Amanda" <bvans. AmandaM @epagov>, "Field, Malcolm™

<Field Malcolm@epa.gov>, "Flowers, Lynn" <Flowers.Lynn@epa.gov>, "Frithsen, Jeff"

<Frithsen Jeff@epa.gov>, "Fritz, Jason” <Fritz lason@epa.pov>, "Galizia, Audrey"

<Galizia. dudrey@epa.gov>, "Gamble, Janet" <Gamble lanst@ena.gov>, "Gatchett, Annette”
<Gaihstl Annstte®ena.gov>, "Gibbons, Catherine" <Gibbons. Catherine @ena.gov>, "Gift, Jeff”

<Gift Jeff@epapov>, "Glenn, Barbara" <Glenn. Barbara@epa.gov>, "Grambsch, Anne"
<Grambsch.Anne@epn.gows, "Gwinn, Maureen" <gwinn.mauresn@ena.zov>, "Hawkins, Belinda”
<Hawkins Belinda®epa.gov>, "Hogan, Karen" <Hogan. Karenfispa.goy>, "Hotchkiss, Andrew"
<Hptchkiss Andrew @epa gov>, "Itkin, Cheryl" <ithin Chervi@epa.goyv>, "larabek, Annie"

<jarabek Annie@ena.gov>, "linot, Jennifer” <lingt.lennifer@ena.gov>, "Johnson, Maureen”
<lghnsonMaursen@epa.gov>, “Jones, Samantha” <iopnes.Samantha@epa.gov>, "Kadry, Abdel-Razak"
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<Kadry.Abdelfena.pov>, "Keshava, Nagalakshmi® <Keshava. Nagu@epa.gov>, "Kopylev, Leonid”

<Kopviev. Leonid@ena.gay>, "Kraft, Andrew" <Kraft. Andrew@epa.goy>, "Lee, Janice”

<lee laniceS®epa.gov>, "Lin, Yu-Sheng" <Lin.Yu-Shensi@epa.gov>, "long, Tom" <Long Tom&ena gov>,
“Luke, April" <Luke April@epa.gov>, "Makris, Susan” <Makris. Susan@epa.gov>, "Murphy, Patricia”
<Murphy.Patricia@epa.gov>, "Nath, Raghu" <MatiuRaghuf@isps.zov>, "Newhouse, Kathleen"
<Mewhouse Kethleen®@epa.gov>, "Olden, Kenneth" <Qlden Kenneth@epa.zov>, "Owens, Beth"”
<Owens, Bethi@ena.gov>, "Pardo, Larissa” <Pardo.Larissa®@epa.gov>, "Perovich, Gina"
<Perovich.Gina@iepa.goy>, "Persad, Amanda"” <Persad. Armanda®@epa.gov>, "Petersen, Dan"
<Petersen.Dan@epa.gov>, "Pratt, Margaret” <pratt margaret@epa. gov>, "Preuss, Peter"

<Preuss. Peter@epn.sov>, "Radke-Farabaugh, Elizabeth” <radke-farabaugh elizabeth@epa.gov>, "Reid,
Jon" <Beid jon@epa.zoyv>, "Rieth, Susan” <Rieth.Susan@®epa.gov>, "Ross, Christine”
<Ross.Christine@epa.pov>, "Ross, Mary" <Boss.Marvi@epa gov>, "Rutigliano, Marian"

<Rutighano Marian@ena.gow>, "Salazar, Matt" <Salazar . Matt@ena.gov>, "Sams, Reeder”

<Sams. Reeder@epa.zov>, "Samuels, Crystal” <Samuels Crystali@epa.gov>, "Sanchez, Yolanda"
<SancherYolanda@epagov>, "Sasso, Alan" <Sasso Alan@epa.gov>, "Schappelle, Seema”

<Sohappelle Seama@epa.gov>, "Schlosser, Paul” <Schiosser. Pauli@epa.gov>, "Segal, Deborah"
<Segal.Deborah®@ena.gov>, "Shams, Dahnish” <Shams.Dahnishé@epa.gov>, "Shaw, Denice”

<Shaw. Denice@epa.sov>, "Slimak, Michael” <Slimak Michael@epa.pov>, "Sonawane, Bob"
<Sonawane Bob@espa.goy>, "Spassova, Maria" <Spassova. Maria@epa.gov>, "Suter, Glenn"
<suter.glenni@epa.gov>, "Hutchins, Debra" <Hutchins. Debra@epa.zov>, "Troyer, Michael"
<Troyer.Michael@epagoy>, "Wandenberg, John" <Vandenberg lohn@®epa.gov>, "Vinikoor-Imler, Lisa”
<Vintkoor-tmisr.Lisa@epa.goy>, "Vulimiri, Suryanarayana" <¥ulimiri. Sury@epa.gov>, "Walker, Teneille"
<Waltker. Tensille@epa.gov>, "Walsh, Debra" <wWalsh. Debra@®epa.cov>, "Weaver, Andre”

<Wegver James@enazov>, "White, Paul” <#hite Paul@epa.gov>, "Woodall, George”

<Woodall GeorgeBiapa.zov>, "Wright, Michael" <Wright. MichaelBiepa.gov>, "Zwayer, Bette"
<pwaver.bette@epa.gov>

Subject: News Update: Data, Computational Tools for Risk Analysts Key in 2016 {BNA Report)

Risk Assessment
Data, Computationa! Tools for Risk Analysts Key in 2016
<image001.png>
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Top Risk Assessment Issues in 2016
¢ The agency will make existing data from many sources easier to access.
e The agency will develop databases and software to save risk assessors time and improve
analytic quality.
¢ The agency will examine ways to ensure quality of mechanistic data.
e The agency will strive to adapt systematic review for environmental health assessments.
By Pat Rizzuto

Jan. 12 — The Environmental Protection Agency will generate chemical bioactivity and exposure data
in 2016 and design computational tools to save risk assessors throughout the agency time while
improving their analyses.

“We have unprecedented amounts of information that we can combine to help solve problems,”
Thomas Burke, deputy assistant administrator for research and development at EPA, told Bloomberg
BNA.

“We're finding quicker, more-efficient ways to do that,” said Burke, who also serves as science adviser
for the agency.

The National Toxicology Program will deepen the amount of gene-activity information it obtains
through robotic tests while also establishing methods scientists can use to evaluate the quality of
gene-activity, cellular and other mechanistic data.

Both agencies will work together and with institutions such as the World Health Organization to keep
adapting systematic review procedures for environmental health analyses.

“We're expecting a lot of strides in that area,” John Bucher, associate director of the National
Toxicology Program, told Bloomberg BNA.
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Many Diverse Projects
Bucher, Burke, and Tina Bahadori, national program director for chemical safety and sustainability in
EPA's Office of Research and Development, discussed many efforts their offices are undertaking to
generate information for various types of risk assessments, to ensure data quality and to cut analytic
time. A few examples include:
¢ providing better chemical structure and physical chemical property information on an easier-
to-use version of the interactive Chemical Safety for Sustainability (iCSS) Dashboard, a web-
based portal to access chemical data derived from high throughput screens;
e reworking high throughput screens—equipment that simultaneously tests hundreds or
thousands of experimental samples—so they account for chemical metabolism, which largely is
omitted with present techniques;
e designing quicker ways to validate high throughput screens for potential uses;
s redesigning ultra high throughput screens so they generate even more gene activity data;
e expanding and improving the information in the EPA's Chemical Product Category Database,
which lists chemicals and the types of products in which they are used; and
¢ developing computerized methods to predict chemical exposures incurred by many different
demographic groups.

<image002.jpg>

Embracing Complexity
Bahadori described a different type of research effort that is in its early stages.

Traditionally, chemical safety research involves carefully controlled experiments that don't reflect the
complexity in which human and ecological populations live, she told Bloomberg BNA.

A researcher will analyze blood and urine samples, for example, to determine whether they contain
specific chemicals.

“You look for what you think is a problem,” Bahadori said.

The researcher is “looking under the lamppost” and doesn't identify other chemicals that also are in
the blood or urine sample, she said.

ORD and its academic grant recipients are working to develop “non-targeted” analytical chemistry
approaches.

Instead of looking for specific chemicals in the blood or urine samples, the researchers identify every
chemical they can, Bahadori said.

The labs are working with samples spiked by EPA to ensure the labs find the chemicals the agency
knows are in the sample, she said.

'‘We have unprecedented amounts of information that we can combine to help solve
problems.’
—Thomas Burke, EPA science adviser

The researchers also are working to standardize the analytic methods to be sure that when two
different labs say they have found a particular chemical, it really is the same chemical, Bahadori said.

In a separate approach to the same idea, researchers receive samples of Great Lakes water.

First, they identify as many chemicals as they can in the samples, then they run the samples through
high throughput screens.

The goal is to understand whether the mixture has a toxic effect different than what would be
expected based on its individual components, she said.

The water office suggested ORD undertake the project because it is interested in understanding the
effects of mixtures and exploring whether it is feasible to set water standards for more than one
chemical at a time, Bahadori said.

Bridging Emerging Data, Regulatory Decisions
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The EPA and toxicology program are building bridges to bring the wealth of new data that technologies
are making possible to regulators who are unaccustomed to using such data to make decisions.

ORD and the EPA's Office of Chemical Safety and Pollution Prevention will continue to use high-
throughput screening data and high-throughput exposure predictions to prioritize chemicals that
companies would have to test for potential endocrine disruption.

In 2015, the agency began to accept data from high-throughput screens on a chemical's potential to
mimic, block or alter estrogen, the female reproductive hormone (118 DEN A-20, 6/19/15).

In 2016, the agency anticipates being able to accept high-throughput data about chemicals' potential
to mimic, block or alter androgen, the male reproductive hormone (224 DEN A-6, 11/20/15).
RapidTox Program

EPA researchers are working with the agency's regional offices and its Office of Solid Waste and
Emergency Response and Office of Pesticides Programs to develop decision-support tools called
RapidTox.

For the waste office, the EPA's goal is to help officials dealing with Superfund sites that are
contaminated with hundreds of chemicals, Rusty Thomas, director of the agency's National Center for
Computational Toxicology, said at a Society for Risk Analysis meeting in December.

Of those hundreds of contaminants, only a few have toxicity values the officials can use to make
cleanup decisions, he said.

The RapidTox program would combine a wide variety of data including a chemical's properties and
how it moves through the environment. The software would then develop numerical toxicity values
while letting the risk manager know how uncertain the estimates were, he said.

A similar computer decision-support tool will be developed for the EPA's Office of Pesticide Programs
so it can decide which inert ingredients in non-food use pesticides warrant additional study, Thomas
said.

The RapidTox computer program would “enable screening-level assessments to be performed for
hundreds to thousands of data-poor chemicals,” he said.
Initial prototypes will be available by the end of fiscal year 2016, Thomas said.

ExpoFIRST Database

Also coming in 2016 will be a database and software program called the Exposure Factors Interactive
Resource for Scenarios Tool or ExpoFIRST, said Michelle Cawley, a technical specialist for ICF
International Inc., a contractor working with the EPA to design the system.

The many different numerical values from EPA's Exposure Factors Handbook are plugged into the
database from which ExpoFIRST draws its information, Cawley said. These factors include details such
as drinking water, soil ingestion and inhalation rates for different ages; the amounts of time different
age groups spend crawling on floors and touching their mouths; skin area for different parts of the
body; and vapor intrusion rates.

The database also taps into details such as a chemical's molecular weight and the time the chemical
takes be absorbed through the skin, she said.

Instead of manually entering such information for each analysis project, the ExpoFIRST user can
spend his or her time altering the assumptions and possible scenarios, she said.

'NTP is working on ways to present information. We're creating visualization tools.’
~John Bucher, National Toxicology Program
Data Presentation, Data Quality
Meanwhile, the National Toxicology Program is working to define ways researchers can evaluate the
quality of mechanistic—detailed cellular, genetic and other studies—data, Bucher said.
To help people understand that mechanistic and other data, the NTP is working on ways to present
information, he said. "We're creating visualization tools.”

Mary Wolfe, deputy division director for policy at NTP's Office of Liaison, Policy, and Review, said in an
e-mail that the toxicology program also is updating what it calls its “Levels of Concern” framework.
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The program uses six phrases, ranging from “serious concern” to “negligible concern” or “insufficient
data,” to provide a science-informed opinion as to whether an environmental substance may cause
adverse effects on human health given what is known about its toxicity and current human exposure.

Over the years, there has been confusion about some of the terms and questions about the number of
categories.

The program is working with epidemiclogists, risk communicators and other experts to determine the
optimal number of categories, words and other means to better communicate what different concern
levels mean, she said.

Systematic Review
In partnership with the EPA and the World Health Organization, NTP also is working to adapt
systematic review to the chemical evaluations it conducts, Bucher said.

Systematic review techniques were designed for physicians examining clinical studies about specific
therapeutic approaches. The goal is to adapt them to environmental health assessments.
“We're expecting a lot of strides in that area,” Bucher said.

Systematic reviews attempt to bring rigor and transparency to reviews of scientific evidence.

Elements of Systematic Review

s idefining the guestions to be analyzed;

e developing criteria to include or exclude sclentific studies;
@ Eidentifying studies through literature searches and other

: imeans;

e assessing study quality and risk of bias;

e Esynthesizing findings from individual studies; and

. interpreting those findings.

IRIS Program

The Integrated Risk Information System program, which evaluates the health effects of chemicals and
the doses at which those effects may manifest, will be wrestling with many questions relating to
systematic review following a two-day workshop the EPA held in mid-December.

The program also will be analyzing chemicals identified in the IRIS Agenda it released Dec. 15 (241
DEN A-1, 12/16/15)(241 DEN, 12/16/15)(242 DEN A-15, 12/17/15)(242 DEN 1, 12/17/15)(242 DEN,
12/17/15).

Nancy Beck, a toxicologist with the American Chemistry Council, told Bloomberg BNA that such silence
has been frustrating in 2015, a year in which the IRIS program also canceled several public meetings.

*I think they are struggling internally. I don't know what's happening in that program. It would be nice
if they could communicate along the way what they are trying to do,” Beck said.

When IRIS program staff members speak at public meetings, they sound as if the program is making
improvements, she said.

But with few materials having been released in 2015, it is hard to know, she said.

ORD's Burke said “IRIS is source of frustration. I would like to see it move much quicker, and we're
working in that direction.”

But the IRIS program is going through a time of transition as it responds to changes recommended by
the National Academies of Sciences, Engineering, and Medicine, Burke said.

Kenneth Olden, director of EPA's National Center for Environmental Assessment, which oversees IRIS,
launched a series of initiatives in 2012 to revamp it (134 DEN A-10, 7/13/12).

Olden told a House subcommittee in 2014 that it could take three to five more years to overhaul the
program (137 DEN A-6, 7/17/14).

Burke said improving a product sometimes slows production. "We're in a transition stage, where we're
looking to push that process.”
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“Every new bar we set takes time to adapt to,” he said.

Connecting the Dots

Although IRIS is going through a transition, ORD is providing as many tools and as much assistance as
it can so state, EPA and public health officials can connect the dots that lead from one or more
exposures through many different environmental and biclogical systems to, ultimately, affect public
health, Burke said.

“Risk assessment is a really important public health tool that synthesizes public health information
from so many different sources to guide decisions,” Burke said.

To contact the reporter on this story: Pat Rizzuto in Washington at prizzuto®bna.com
To contact the editor responsible for this story: Larry Pearl at Ipeari@bna.com

Student Services Contractor

Science Communications Team

National Center for Environmental Assessment
Qffice of Research and Development, U.S. EPA
(: {703) 347-0187
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